Sukswai N, Lyapichev K, Medeiros LJ, Khoury JD. Unusual case of human herpesvirus 8‐positive large B‐cell lymphoma associated with Castleman disease. Clin Case Rep. 2019;7:587--588. 10.1002/ccr3.2015

A 56‐year‐old man with known well‐controlled human immunodeficiency virus (HIV) infection presented with tender and progressive right axillary lymphadenopathy without B symptoms. Imaging demonstrated enlarged cervical, axillary, and supraclavicular lymph nodes with avid uptake of 15‐fluorodeoxyglucose (Figure [1](#ccr32015-fig-0001){ref-type="fig"}A). Excisional biopsy of a right axillary lymph node showed preserved nodal architecture with infiltrative neoplastic cells replacing germinal centers (Figure [1](#ccr32015-fig-0001){ref-type="fig"}B) and infiltrating around mantle zones and into sinusoids (Figure [1](#ccr32015-fig-0001){ref-type="fig"}C). Residual lymphoid follicles were atrophic, had hyaline‐vascular changes, "onion skin" mantle zones, and prominent high endothelial venules (Figure [1](#ccr32015-fig-0001){ref-type="fig"}D). Neoplastic cells had plasmablastic morphology, with vesicular eccentric nuclei, prominent nucleoli, and abundant amphophilic cytoplasm (Figure [1](#ccr32015-fig-0001){ref-type="fig"}E). They were positive for human herpesvirus 8 (HHV8) (Figure [1](#ccr32015-fig-0001){ref-type="fig"}F), Epstein‐Barr virus (EBV) (Figure [1](#ccr32015-fig-0001){ref-type="fig"}G), MUM1/IRF4 (Figure [1](#ccr32015-fig-0001){ref-type="fig"}H), CD20 (focal, weak), and Myc overexpression, without CD30, CD138, kappa or lambda expression. Since the neoplastic cells infiltrated beyond germinal centers, a diagnosis of HHV8‐positive diffuse large B‐cell lymphoma (HHV8+ DLBCL) associated with Castleman disease was rendered. HHV8‐associated lymphoproliferative disorders include multicentric Castleman disease, HHV8+ DLBCL (EBV‐negative usually), and HHV8+ germinotropic lymphoproliferative disorder (GLPD) (EBV‐positive usually). GLPD patients are asymptomatic and have a favorable response to chemotherapy or radiation, whereas HHV8+ DLBCL is associated with poor prognosis.[1](#ccr32015-bib-0001){ref-type="ref"}, [2](#ccr32015-bib-0002){ref-type="ref"} This unusual case provides further evidence of overlap between HHV8+ DLBCL and GLPD.

![15‐fluorodeoxyglucose (FDG) positron emission tomography scan demonstrated multiple enlarged FDG‐avid regional lymph nodes (A). Lymph node excisional biopsy revealed multiple foci of neoplastic cells replacing some germinal centers (B). These cells were also present in mantle zones surrounding benign germinal centers, and other clusters were noted within sinusoids (C). Most residual lymphoid follicles were atretic and had hyaline‐vascular changes, "onion skin" mantle zones, and prominent interfollicular high endothelial venules (D). The neoplastic cells had plasmablastic morphology, characterized by large cells with vesicular eccentric nuclei, prominent nucleoli and abundant amphophilic cytoplasm (E). The neoplastic cells were positive for human herpesvirus 8 (HHV‐8) (F), Epstein‐Barr virus‐encoded RNA (G), and MUM1/IRF4 (H)](CCR3-7-587-g001){#ccr32015-fig-0001}
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